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F4 : REHIS 1ICEHDOLDERBOERBERICE >TERLEIEEY,

b4=x7/

#iE

BHRET—4

D-102

Cl
/

| “
0. N}/_(/j@io\/\'i‘/
OO o N -
H O
OH

E L)

'H NMR (400MHz, DMSO-

d6)) 8 11.57(s, 1H), 10. 33 (s, 1H), 9. 63 (brs, 1H), 8. 01(
d, J=9. 2z, 1H), 7. 82(s, 1H), 7. 32 (s, 1H), 7. 11—
7.09(m, 2H), 7.03 (s, 1H), 6. 98 (dd, J=9. 2, 2. 4Hz, 1H), 4.
75(t, J=10. 4Hz, 1H), 4. 53 (d, J=10. 4Hz, 1H), 4. 29(t, J=4
.4Hz, 2H), 4.19(t, J=8. 4Hz, 1H), 4. 05 (dd, J=11. 2, 3. 2Hz
., 1H), 3.91 (s, 3H), 3. 85 (s, 3H), 3. 82-3. 81 (m, 1H), 3. 54~
3.51(m, 2H), 2. 94 (s, 3H), 2. 93 (s, 3H) ;EI-MS

m/z:524 (W) ,

D-103

Cl
/
| 2%
peesSes
O N
H
OH

1R = 60%

'H NMR (400MHz, DMSO-

d6)) 611.76(s, 1H), 10. 34 (s, 1H), 8.02(d, J=9. 2Hz, 1H)
. 1.80(s, 1H), 7.12(d, J=2. 8Hz, 1H), 7. 05(d, J=1. 6Hz, 1H
), 1.01-

6.97(m, 3H), 6.07 (s, 2H), 4. 80(t, J=10. 4Hz, TH), 4. 53 (d
,J=9. 6Hz, TH), 4. 19(t, J=2. OHz, 1H), 4. 05(dd, J=11.2, 3
.2Hz, 1H), 3. 91 (s, 3H), 3. 87(dd, J=11.2, 7. 2Hz, 1H) ;EI-
MS m/z:451 (W+1),

D-104

Cl

/
| T\ 0/\0
OH

U 62%)

'H NMR (400MHz, DMSO-

d6)) & 68.09(d, J=9. 2Hz, TH), 7. 64 (s, 1H), 7. 09~
6.95(m, 4H), 6. 84 (d, J=8. 8Hz, TH), 5. 34(t, J=4. 8Hz, TH)
,4.70(d, J=4. 4Hz, 1H), 4. 60(s, 1H), 4. 39—

4.37(m, 2H), 4.29-4.27 (m, 2H) , 4. 14-4. 06 (m, 1H) , 4. 01—
3.97(m, 1H), 3. 94 (s, 3H) :EI-MS m/z:465(M"+1) .

D-105

Cl
/

o)
| g
S
°"HI> o
d N
H
OH

Iz 60%

'H NMR (400MHz, DMSO-

d6)) 612.31(s, 1H),10. 37 (s, 1H), 8. 33 (s, 1H), 8. 03 (d,
J=9.2Hz, 1H), 7. 81 (s, 1H), 7. 77(dd, J=8. 8, 2. OHz, 1H) , 7
.70(d, J=8. 8Hz, 1H), 7. 44 (s, 1H), 7.13(d, J=2. 8Hz, 1H),
7.05(dd, J=9. 2, 2. 4Hz, 1H), 4. 80 (t, J=10. OHz, 1H), 4. 55
(d, J=10. 8Hz, 1H), 4. 23 (t, J=8. OHz, 1H), 4. 05 (dd, J=11.
2,3.2Hz, 1H), 3. 92(s, 3H), 3. 87(dd, J=11. 2, 7. 6Hz, 1H),
3.20(s, 3H) ;EI-MS m/z:485 (W+1),
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D- cl

106 | Y
OH

(o)

IR =R 59%

'H NMR (400MHz, DMSO-

d6) 612. 11 (s, 1H), 11. 77 (s, 1H), 10. 35(s, 1H), 8. 44 (s,
1H), 8.02(d, J=9. 2Hz, 1H), 7.82(s, 1H), 7. 28 (s, 1H) , 7. 1
2(d, J=2. 0Hz, 1H), 7. 00 (dd, J=9. 2, 2. 4Hz, 1H), 6. 85 (s, 1
H), 4.78(t, J=9. 2Hz, 1H), 4. 54 (dd, J=10. 8, 1. 6Hz, 1H) , 4
.22(t, J=2. 0Hz, 1H), 4. 05(dd, J=11.2, 3. 2Hz, 1H), 3. 92(
s, 3H), 3. 85(dd, J=10.8, 7. 6Hz, 1H), 2. 72 (s, 3H) ;EI-MS

m/z:465(W+1) ,

107 6 \
(o]

1R 58%
TH NMR (400MHz, DMSO-
d6) 6 11.08(s, 1H), 10. 35(s, 1H), 8. 01 (d, J=9. 2Hz, 1H),
7.85(s, 1H), 7. 84(d, J=8. 8Hz, 1H), 7. 25(d, J=2. OHz, 1H)
, 1.11(d, J=2. OHz, TH), 6. 99 (dd, J=9. 2, 2. 8Hz, 1H), 6. 89
(d, J=8.4Hz, 1H), 6. 54 (s, TH), 4. 75(t, J=10. 8Hz, 1H), 4.
55(dd, J=10.8, 1. 6Hz, 1H), 4. 23 (t, J=9. 2Hz, 1H), 4. 05(d
d, J=10.8, 2. 8Hz, 1H), 3. 92 (s, 3H), 3. 87(dd, J=11.2,7. 6
Hz, 1H),2.71(s, 3H) ,

EI-MS m/z:465 (M+1) .
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®8 FERLF-OVPay— DA VEROFEE; avPas—MCk EZEIZ2DO0

EWzEaT,

1Gso (nM) =D
ADC JIMT-1 Galu-6 Raji CCRF-CEM CHO—K1
T-2-AB 0.010+0. 004 N/A N/A N/A 2.1030. 449
T-3-AB 0.007+0. 003 N/A N/A N/A N/A
T-4-AB 0.023=+0.013 0.038+0. 004 8.540+1.188 2.837+0.115 34.10%7.370
T-5-AB 0.016=x0. 003 0.024+0. 004 N/A N/A N/A
T-6-AB 0.023=x0. 006 0.044=-0. 006 10.94=%1.837 11.42+1.978 100~500
T-8-AB 0. 0360. 002 0. 044=+0. 003 >250 76.31+10.95 N/A
T-9-AB 0.015=0. 007 0.049=+0. 008 3.075=%0. 605 4.563=+0. 707 N/A
T-10-AB 0.019+0. 004 0. 066=0. 005 211.1+34.95 45.05+. 3124 N/A
T-11-AB 0.042+0. 004 0.027=0. 001 6.896+1.240 7.610+0.512 N/A
T-12-AB 0.072+0.016 0.291+0.033 >250 197.2+41. 11 N/A
T-13-AB 0.029+0. 023 0.093+0.018 5.253+0.453 8.932+1.144 N/A
T-14-AB 0. 020+0. 009 0. 066=0. 007 272.2+17.64 62.09=-0. 430 N/A
T-15-AB 0. 017+0. 005 0. 069=+0. 008 47.38+2. 636 22.73+x2.480 N/A
T-102-AB 0. 009+0. 002 0. 096=0. 004 N/A 12.54+0.590 14.60=+1. 69
T-103-AB 0.44+0. 31 0.14=0.01 N/A N/A N/A
T-104-AB 0.20=+0. 09 0.075=0. 001 5.63 5.84x0.52 N/A
T-110-AB 0. 070+0. 003 0. 265+0. 011 N/A 3.726+0.072 14.19+0.110
T-111-AB 0.085=x0. 006 N/A N/A N/A N/A
T-112-AB 0. 081+0. 002 0. 053+0. 005 N/A 3.368+0. 057 8.935+0. 683
T-113-AB 0.101=x0.009 0.061=0. 001 N/A N/A N/A
T-115-AB 0. 114=0. 008 0. 092+0. 009 N/A N/A N/A
T-116-AB 0.32+0.22 1.16=%0. 22 500-1000 98950 N/A
T-117-AB 0.30+0.13 1.62+0.19 500-1000 100629 N/A
T-118-AB 0.007=0. 001 0.019=0. 004 1.64=0. 38 1. 830=0. 102 N/A
T-119-AB 0. 010+£0. 002 0.075=+0. 004 35.2+1.6 41.26+9.70 N/A
T-120-AB 0.030=£0. 007 0.071x0.023 6.14=0.65 2.57%0.39 N/A
T-121-AB 0. 029+0. 006 0. 864+0. 232 152.9+30. 3 136.4x27.4 N/A
T-122-AB 0.051=x0. 005 1.70%0. 74 169.9+67.5 137.4=%38.0 N/A
T-123-AB 0.037=x0. 002 1.943+0.874 404.7%73.9 343.9+9.1 N/A
T-124-AB 0. 0340. 006 2.98+1.20 328.9+1.0 306. 5+66. 10 N/A
T-125-AB 0.034=x0.002 2.634+1.387 376.4+32.4 342.4+16.29 N/A
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AB: L R T A L ZEHuE (BTH3 Y107 A1210)

goodad

K9 BREhF-aVPa5— kD4 VE FOFEE

ADC (DAR) ICso (M) == SD

Calu-6 CCRF-CEM
T-127-AB (1. 8) 1.375+0. 639 343. 1+44.67
T-129-AB(1. 8) 5.417+1.386 N/A
T-132-AB (3. 3) 0.324+0.017 107.2+64.70
T-133-AB (3. 2) 0.327+0.105 N/A
T-134-AB (3. 3) 0.281+0.147 N/A
T-135-AB(3. 7) 0.343 N/A
T-137-AB(1.7) 0.555+0. 072 820.6+346. 8
AB: L R F A L ZEHAR (BTH3 Y107 A1210)
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ADC (DAR) ICso (M) ==SD

NCI-H69 CHO—K1 NCI-N87
T-103-AB1 (~6) 0.018+0.010 N/A 13. 244+4.540
T-117-AB1(1. 8) 0.06%0. 02 N/A 50.7+45.9
T-17-AB2(1. 8) 0.05%0.02 N/A 365+138
T-124-AB2(1. 8) 0.04+0.03 N/A N/A
T-125-AB2(1. 8) 0.12£0.12 N/A 55.4+54.9
T-126-AB2(1. 9) 0.21£0.05 N/A 4521471
T-135-AB2 (3. 6) 0.03%0.01 N/A N/A
T-1-AB3 (2. 0) N/A 5. 479 0. 024+0. 006
T-2-AB3(1. 6) N/A 16.53%=1.710 0.017=0. 001
T-3-AB3(1. 8) N/A 131.0%73. 28 0.087=+0.020
T-109-AB3 (1. 8) N/A N/A 0.147x0.017
T-116-AB3 (2. 0) N/A 159. 8+22. 91 0.208=+0.043
T-117-AB3(1. 8) N/A 148.7%19. 60 0.322+0.178
AB1: 4k (DLL3 SA4717)
AB2: S 2T A L eZE Hulk (DLL3 V2050)
AB3: & AT A e ZE fufk (HER2 A114C)
oooooo
00000000 000000000
0000000000000 000000000000000000000000000
0000000000000 00000000000000000000000000¢0
oooox0o0Pooooo0o0O0O0O00000000000000000000oooo
00000000000+ 0000000000000000000000000000
0000000000000 0000000000O0O0ooooooooooooooao
0000000000000000000000000000000000000000
0000000000000 xO00x00000000000000000000000
000000000000 0000000000000000000000000000
000000000000 OOOO0O0O0O0O0OO0OO0OO0OO0OO0OO0OO0OO0OOOOOOOOOOOO
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 00000000000
oooooo
00000000 000000
0000000000000 0000000O0O0O0O0ONooooooooooooooao
0000000000000 00000000000000000000000 000
0000000000000 0000000000000 0000000000000
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DCoooT Ogogd
Ooooooogd
ODoooooogd
O O Y o O o [ s
oDCoooooogd
OCoooooogd
DCoooooogd
OCoooooogd
Coooooogd
OCoooooogd

O
O
OJ
OJ
O
O
O
O

O
O

arvoasy— Mz, ik EiZ22o0

EMESL,
ICso (NM) =SD TI
ADC (CHO- K1/JIMT-1)
JINT-1 (B3 1) CHO-K1 (B&t4)
T-101-AB 0.0070. 001 2.59+0. 24 370
T-102-AB 0.009+0. 002 14.60+. 69 1622. 22
Ooo0oogao
F12 :FBRLF-avPasyr— DA EROEYE; aPay5—FRZE, kS EIZ2DO0
EZMEEL,
ADC 1Cso (nM) 8D TI
JIMT-1 CCRF-CEM (CCRF—CEM/JIMT-1)
T-104-AB 0.20=+0. 09 5.84+0.52 29. 20
T-103-AB 0.4440. 31 34.2+0.8 77.73
T-116-AB 0.32+0.22 989+50 3090. 63
T-117-AB 0.30+0.13 100629 3353. 33
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INTERNATIONAL SEARCH REPORT

Tnternational application No.
PCTAB2022/000772

A. CLASSIFICATION OF SUBJECT MATTER

AGIK 47/60(2017.01)i; AGIK 47/68(2017.01)i; AGLP 35/00(2006.01)i; COTD 403/04(2006.01)i; COTD 471/04(2006.01);
CO7H 3/04(2006.01)i; COTH 3/02(2006.01i; COTH 17/00(2006.01)i; COTD 495/14(2006.01)i; COTD 487/04(2006.01)i

According to International Patent Classification (IPC}) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
ABIK 47/60(2017.01); AG1K 47/65¢2017.01); A61K 47/68(2017.01); COTC 317/02(2006.01), COTC 317/06(2006.01)

Korean utility models and applications for utility models
Tapanese utility models and applications for utility models

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
eKOMPASS(KIPO internal), STN(Registry, CAplus} & Keywords: antibody drug conjugate, polar group, cancer, linker

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category# Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X page 17, lines 3-21; example 23; figure 9

WO 9744000 A2 (PANORAMA RESEARCH, INC.) 27 November 1997 (1997-11-27)

1-3,19-23,34,83.84,
182-184,200-204,215

113-118
4,5,9,18,85-92,98,

105,171,175-177,
185,186,190,199

KR 10-2021-0068591 A (INTOCELL, INC.) 09 June 2021

X claims 1, 33; paragraphs [0064], [0425], [0426]; example 67 1.4,5,9,18,83-9

(2021-06-09)

2,98,105,182,18
5,186,190,199

113-118

Further documents are listed in the continuation of Box C.

See patent family annex.

*  Special categories of cited documents:

«=a"  document defining the general state of the art which is not considered
to be of particular relevance

“Iy" document cited by the zpplicant in the international application

“p* earlier application or patent but published on or after the international
filing date

<L document which may throw doubts on priority claim(s} or which is
cited to establish the publication date of ancther citation cr other
special reason (as specified)

«0* document referring to an oral disclosure, use, exhibition or other

“p™ later document published after the internaticnal filing date or pricrity
date and not in conflict with the application but cited to-underséand the
principle or theory underlying the invention

«x” docurnent of particular relevence; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

«y» document of particular relevence; the claimed inventon cannot be
considered to involve an inventive step when the document is
combined with one or mere other such decuments, such combination
being obvious t¢ a person skilled in the art

35208, Republic of Korea
Facsimile No. +82-42-4§1-8578

means “%&” document member of the same patent family
“p" document published prior to the internaticnal filing date but later than
the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report
23 May 2023 23 May 2023
Name and mailing address of the ISA/KR Anthorized officer
Korean Intellectual Property Office
189 Cheongsa-ro, Seo-gu, Daejeon HEO, Joo Hyung

Telephone No. +82-42-481-5373

Form PCT/ISA/210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/AB2022/000772

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
WO 2014-080251 Al (HANGZHOU DAC BIOTECH CO., LTD.} 30 May 2014 {2014-05-30}
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